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DETAILED ACTION 

Applicants' Request for Continued Examination of September 4, 2009 and Supplemental 
Response of October 14, 2009, in response to the action of March 4, 2009, are acknowledged. It 
is acknowledged that no claims have been cancelled, amended, or added. Claims 1-21 are 
pending and are herein reconsidered. 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Double Patenting 

Provisional rejection of Claims 1-21 under the judicially created doctrine of obviousness- 
type double patenting, as being unpatentable over Claims 1-3, 6, 8, 9, 12, 29, 31, and 32 of US 
10/579,088 for the reasons explained in the prior action, is maintained. 

Claim Rejections - 35 USC § 112-Second Paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 13 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention for the following reasons. For Claim 13, the phrase "initial activity" renders the 
claim indefinite. It is unclear whether said phrase means activity of the pre-lyophilized sample 
or activity of the initial lyophilized sample. The skilled artisan would not know the metes and 
bounds of the recited invention. 
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Regarding the phrase "recombinant human alpha- 1-antityrpsin (rAAT)", the following 

comments are made. The functional limitations are defined by the specification [0021] as: 

"Criteria for stability (retained activity) and denaturation are demonstrated by assays known 
to those skilled in the art. Activity assays are based on the porcine pancreatic elastase inhibition 
assay reported by Beatty et al, 1980 " (Examiner's emphasis). 

Regarding the structural limitations, the specification states (pg 1, parg 1): 

"rAAT is a 395 amino acid protein of 44 kD, that is non-glycosylated and has an amino acid 
sequence identical to the human plasma protein (AAT) with the exception of an N- 
acetylmethionine residue at the amino terminus." 

Applicants further assert, in the instant response, that the skilled artisan would know that 

human AAT is the protein set forth by GenBank protein Accession number AAB59375. Based 

on said disclosures of the prior art, the specification, and Applicants' response, it is concluded 

that "recombinant human alpha- 1-antityrpsin (rAAT)" means the non-glycosylatcd form of the 

human plasma protein (AAT) sequence provided in Accession Nos. P01009 and AAB59375, 

with the exception of an N- acetylmethionine residue at the amino terminus, as set forth by: 

"MEDPQGDAAQKTDTSHHDQDHPTFNKITPNLAEFAFSLYRQLAHQSNSTNIFFSPVS 
IATAFAMLSLGTKADTHDEILEGLNFNLTEIPEAQIHEGFQELLRTLNQPDSQLQLTTGNG 
LFLSEGLKLVDKFLEDVKKLYHSEAFTVNFGDTEEAKKQINDYVEKGTQGKIVDLVKEL 
DRDTVFALVNYIFFKGKWERPFEVKDTEEEDFHVDQVTTVKVPMMKRLGMFNIQHCKK 
LSSWVLLMKYLGNATAIFFLPDEGKLQHLENELTHDIITKFLENEDRRSASLHLPKLSITG 
TYDLKSVLGQLGITKVFSNGADLSGVTEEAPLKLSKAVHKAVLTIDEKGTEAAGAMFLE 
AIPMSIPPEVKFNKPFVFLMIEQNTKSPLFMGKVVNPTQK". 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Rejection of Claim 1-21 under 35 U.S.C. 1 12, first paragraph/enablement, for the reasons 
explained in the prior actions, is withdrawn for the following reasons. Based on the disclosures 
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of the prior art, the specification, and Applicants' response, it is concluded that "recombinant 

human alpha- 1-antityrpsin (rAAT)" means the non-glycosylated form of the human plasma 

protein (AAT) sequence provided in Accession Nos. P01009 and AAB59375, with the exception 

of an N- acetylmethionine residue at the amino terminus, as set forth by: 

"MEDPQGDAAQKTDTSHHDQDHPTFNKITPNLAEFAFSLYRQLAHQSNSTNIFFSPVS 
IATAFAMLSLGTKADTHDEILEGLNFNLTEIPEAQIHEGFQELLRTLNQPDSQLQLTTGNG 
LFLSEGLKLVDKFLEDVKKLYHSEAFTVNFGDTEEAKKQINDYVEKGTQGKIVDLVKEL 
DRDTVFALVNYIFFKGKWERPFEVKDTEEEDFHVDQVTTVKVPMMKRLGMFNIQHCKK 
LSSWVLLMKYLGNATAIFFLPDEGKLQHLENELTHDIITKFLENEDRRSASLHLPKLSITG 
TYDLKSVLGQLGITKVFSNGADLSGVTEEAPLKLSKAVHKAVLTIDEKGTEAAGAMFLE 
AIPMSIPPEVKFNKPFVFLMIEQNTKSPLFMGKVVNPTQK". 

Claim 13 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
enablement requirement. The claim contains subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and/or use the invention. Claim 13 recites a composition 
"that retains at least 80% of initial rAAT activity upon storage under conditions that are, or are 
equivalent to, 50°C for 3 months". The specification fails to teach the skilled artisan how to 
make and use a composition having said limitations. Therefore, Claims 13 is rejected under 35 
U.S.C. 1 12, first paragraph, as failing to comply with the enablement requirement. 

Claim 14 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
enablement requirement. The claim contains subject matter which was not described in the 
specification in such a way as to enable one skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and/or use the invention. Claim 14 recites a composition 
"that retains at least 80% monomeric rAAT upon storage under conditions that are, or are 
equivalent to, 50°C for 3 months". The specification fails to teach the skilled artisan how to 
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make and use a composition having said limitations. Therefore, Claims 14 is rejected under 35 
U.S.C. 1 12, first paragraph, as failing to comply with the enablement requirement. 

Written Description 

Rejection of Claim 1-21 under 35 U.S.C. 1 12, first paragraph/written description, for the 

reasons explained in the prior actions, is withdrawn for the following reasons. Based on the 

disclosures of the prior art, the specification, and Applicants' response, it is concluded that 

"recombinant human alpha- 1-antityrpsin (rAAT)" means the non-glycosylated form of the 

human plasma protein (AAT) sequence provided in Accession Nos. P01009 and AAB59375, 

with the exception of an N- acetylmethioninc residue at the amino terminus, as set forth by: 

"MEDPQGDAAQKTDTSHHDQDHPTFNKITPNLAEFAFSLYRQLAHQSNSTNIFFSPVS 
IATAFAMLSLGTKADTHDEILEGLNFNLTEIPEAQIHEGFQELLRTLNQPDSQLQLTTGNG 
LFLSEGLKLVDKFLEDVKKLYHSEAFTVNFGDTEEAKKQINDYVEKGTQGKIVDLVKEL 
DRDTVFALVNYIFFKGKWERPFEVKDTEEEDFHVDQVTTVKVPMMKRLGMFNIQHCKK 
LSSWVLLMKYLGNATAIFFLPDEGKLQHLENELTHDIITKFLENEDRRSASLHLPKLSITG 
TYDLKSVLGQLGITKVFSNGADLSGVTEEAPLKLSKAVHKAVLTIDEKGTEAAGAMFLE 
AIPMSIPPEVKFNKPFVFLMIEQNTKSPLFMGKVVNPTQK". 

Claim 13 is rejected under 35 U.S.C. 1 12, first paragraph, as containing subject matter 

which was not described in the specification in such a way as to reasonably convey to one skilled 

in the relevant art that the inventors, at the time the application was filed, had possession of the 

claimed invention. This claim is directed to a genus of rAAT compositions "that retains at least 

80% of initial rAAT activity upon storage under conditions that are, or are equivalent to, 50°C 

for 3 months". The specification teaches no such compositions. Moreover, the specification 

fails to describe any representative species of such compositions by any identifying 

characteristics or properties other than the functionality of being a rAAT composition "that 

retains at least 80% of initial rAAT activity upon storage under conditions that are, or are 

equivalent to, 50°C for 3 months". Given this lack of description of representative species 
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encompassed by the genus of the claim, the specification fails to sufficiently describe the 
claimed invention in such full, clear, concise, and exact terms that a skilled artisan would 
recognize that applicants were in possession of the claimed invention. 

Claim 14 is rejected under 35 U.S.C. 112, first paragraph, as containing subject matter 
which was not described in the specification in such a way as to reasonably convey to one skilled 
in the relevant art that the inventors, at the time the application was filed, had possession of the 
claimed invention. This claim is directed to a genus of rAAT compositions "that retains at least 
80% monomeric rAAT upon storage under conditions that are, or are equivalent to, 50°C for 3 
months". The specification teaches no such compositions. Moreover, the specification fails to 
describe any representative species of such compositions by any identifying characteristics or 
properties other than the functionality of being a rAAT composition "that retains at least 80% of 
monomeric rAAT upon storage under conditions that are, or are equivalent to, 50°C for 3 
months". Given this lack of description of representative species encompassed by the genus of 
the claim, the specification fails to sufficiently describe the claimed invention in such full, clear, 
concise, and exact terms that a skilled artisan would recognize that applicants were in possession 
of the claimed invention. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 
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Claims 1-4, 6-12, 17, and 18 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Hubbard et al, 1989 (IDS). Hubbard et al teach a preparation of the non-glycosylated mature 
form of human AAT having an N-terminal methionine (rAAT herein; pg 1350, parg 2). Hubbard 
et al further teaches lyophilization of lavage samples comprising said rAAT (pg 1350, parg 1 1). 
Therefore, Claims 1-4, 6-12, 17, and 18 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Hubbard et al, 1989. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-12, 17, 18, and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Casolaro et al, 1987 in view of Eljamal et al, 1998. Casolaro et al teaches a >99.9% pure 
non-glycosylated mature form of human AAT having an N-terminal methionine (rAAT herein; 
pg 2016, parg 2-3). Casolaro et al does not teach a dry powder composition comprising their 
rAAT. As acknowledged by the specification [0004], Eljamal et al teaches a >99% pure dry 
powder formulation of AAT (Example 1; col 6, parg 6) and various drying techniques including 
buffers and surfactants (Section II, cols 3-7). It would have been obvious to a person of ordinary 
skill in the art to use the drying techniques of Eljamal et al to make a dry powder formulation of 
the rAAT of Casolaro et al. Motivation to do so is provide by the desire to store the dry powder 
formulation for further study of the rAAT of Casolaro et al. The expectation of success is high, 
as both the rAAT of Casolaro et al and the ATT drying techniques of Eljamal et al were well- 
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known in the art. Therefore, Claims 1-12 17, 18, and 20 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Casolaro et al, 1987 in view of Eljamal et al, 1998. 

Claim 15, 16, 19, and 21 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
the combination of Casolaro et al, 1987 and Eljamal et al, 1998 in view of Cochrane et al, 1983 
and further in view of Krishnamurthy et al, 2002. The teachings of the combination of Casolaro 
et al and Eljamal et al are described above. Said combination does not teach a dry powder 
composition comprising rAAT and further comprising a reducing agent and/or an antioxidant, or 
a chelator. Cochrane et al teach that AAT is inactivated in the lungs of patients with ARDS and 
that this inactivation is due to oxidation (Fig 1 & 3). It would have been obvious to a person of 
ordinary skill in the art to include a reducing agent and/or an antioxidant, including a chelator, in 
the dry powder rAAT composition rendered obvious by Casolaro et al and Eljamal et al. 
Motivation to do so is provide by the desire to inhibit the oxidative inactivation of the rAAT 
when administered to patients with ARDS. The expectation of success is high, as the use of 
reducing agents, antioxidants, and/or a chelators to inhibit oxidative inactivation in therapeutic 
compositions was well-known in the art (Krishnamurthy et al; pg 367, parg 8). Therefore, 
Claims 15, 16, 19, and 21 are rejected under 35 U.S.C. 103(a) as being unpatentable over the 
combination of Casolaro et al, 1987 and Eljamal et al, 1998 in view of Cochrane et al, 1983 and 
further in view of Krishnamurthy et al, 2002. 

Allowable Subject Matter 

No claims are allowable. 
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Final Comments 

To insure that each document is properly filed in the electronic file wrapper, it is 
requested that each of amendments to the specification, amendments to the claims, Applicants' 
remarks, requests for extension of time, and any other distinct papers be submitted on separate 
pages. 

It is also requested that Applicants identify support, within the original application, for 
any amendments to the claims and specification. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sheridan L. Swopc whose telephone number is 571-272-0943. 
The examiner can normally be reached on M-F; 9:30-7 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang can be reached on 571-272-081 1. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published application 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see htt p ://pair-direct. uspto . gov . Should you have questions on the access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/SHERIDAN SWOPE/ 
Primary Examiner, Art Unit 1652 



